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AMENDMENT #2 TO CLINICAL STUDY
AGREEMENT

This Amendment (the "Amendment") to the
Clinical Study Agreement, dated 08th February
2016 (the “Agreement”), for the clinical study (the
“Study”), sponsored by AOP Orphan
Pharmaceuticals AG, WilhelminenstralRe 91/11 f, A-
1160, Wien, Austria (the "Sponsor"), conducted in
accordance with the protocol CONTINUATION-PV
“An open-label, multicenter, phase lllb study
assessing the long-term efficacy and safety of
AOP2014 and standard first line treatment (BAT) in
patients with Polycythemia Vera who previously
participated in the PROUD-PV study” and any
amendments thereto (the “Protocol”), is made by
and between:

Fakultni nemocnice Kralovské Vinohrady

(University hospital Kralovske Vinohrady),

Srobarova 1150/50, 100 34 Praha 10, Czech
Republic, IN: 00064173, TIN: CzZ00064173,
represented by Prof. MUDr. Petr Arenberger, DrSc,
MBA, FCMA, KH 60/2014, 52069 (the “Institution”)

and
PSI CRO Czech Republic s.r. 0.,

V Parku 2343/24, 148 00 Praha 4 - Chodov, Czech
Republic, IN: 28196775, TIN: CZ28196775,

represented by [
I by Power of Attorney (‘PSI”)

PREAMBLE:

WHEREAS, due to Protocol Amendment 7 the
parties wish to revise the Fee and Payment
Schedule, Attachment 1 to the Agreement;

WHEREAS, the parties agree that for the purposes
of efficient payment administration they will
completely replace the contents of Attachment 1
with the relevant updated contents;

WHEREAS, in order to so replace the contents of
Attachment 1, the parties have agreed to enter into
this Amendment.
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Fakultni nemocnice Kralovské Vinohrady

DODATEK C. 2 KE SMLOUVE O KLINICKEM
HODNOCENI

Tento Dodatek (dale jen ,Dodatek”) ke Smlouvé
o klinickém hodnoceni ze dne 08. unora 2016 (dale
jen ,Smlouva®) vztahujici se k provadéni studie
v souladu s protokolem CONTINUATION-PV pod
nazvem ,Oteviena multicentricka studie faze llib
hodnotici dlouhodobou G¢innost a bezpelnost
AOP2014 a standardni lé¢by prvni linie (BAT)
u pacientl s polycytemii vera, ktefi se ucCastnili
studie PROUD-PV* (dale jen ,Studie®) spole¢nosti
AOP Orphan Pharmaceuticals AG,
Wilhelminenstrae 91/II f, A-1160, Viden, Rakousko
(dale jen ,Zadavatel®) a vSemi jeho dodatky (dale
jen ,Protokol”) se uzavira mezi:

Fakultni nemocnice Kralovské Vinohrady,

Srobarova 1150/50, 100 34 Praha 10, Ceska
republika, IC 00064173, DIC CZ00064173
zastoupenou Prof. MUDr. Petrem Arenbergerem,
DrSc, MBA, FCMA, feditelem, Cislo jednaci: KH
60/2014, nakladové stfedisko: 52069 (dale jen
.Zdravotnické zafizeni*)

a
PSI CRO Czech Republic s.r. 0.,

V Parku 2343/24, 148 00 Praha 4 - Chodov, Ceska
republika, 1C: 28196775, DIC: CZ28196775,
zastoupena na zakladé piné moci || GczNIEG
I (dcle jen

,PSI”)
PREAMBULE:

VZHLEDEM K TOMU, ZE s ohledem na Dodatek &.
7 k Protokolu si strany pfeji zrevidovat PFehled
plateb a poplatkd, Pfilohu 1 ke Smlouvé;

VZHLEDEM K TOMU, ZE strany souhlasi s tim, aby
pro Ucely efektivniho probéhnuti plateb byl obsah
PFilohy 1
aktualizovanym obsahem;

zcela nahrazen relevantnim

VZHLEDEM K TOMU, ZE se strany dohodly uzavfit
tento Dodatek za u¢elem nahrazeni obsahu Pfilohy
1
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NOW, THEREFORE, in consideration of the terms
and conditions set forth herein, the parties agree to
amend the Agreement as follows:

1. The Fee and Payment Schedule under
Attachment 1 to the Agreement shall be replaced in
its entirety by the “Revised Fee and Payment
Schedule” as annexed to this Amendment.

2. This Amendment shall be considered
effective as of the date of its publication in the
Contracts Register.

3. The parties acknowledge that Act No. 340/2015
Coll., on the Contract Register obliges the Institution
to publish this Amendment, the Agreement and any
other amendments to the Agreement (the
“‘Documents®). PSI prepare a machine-
readable electronic format of the Documents in
compliance with Section 3 Subsection 1 of the Act
on the Contract Register and send them to the
Institution for publication. Once the Institution
publishes the Documents, the Institution shall
inform PSI of the publication via the PSI data box
with identifier: gw5vnbb or by email sent to:
vladimir.ambroz@psi-cro.com. The Act on the
Contract Register also obliges the Institution to
publish the estimated value of the Agreement as
amended by the Amendment. The parties agree
that this amount shall be defined as EUR 1,200.00.

shall

4. Capitalized terms used but not re-defined in
this Amendment shall have the same meaning as
they have in the Agreement.

5. This Amendment shall be governed by and
construed in accordance with the laws of the Czech
Republic.

6. In case of discrepancies between the English and
the Czech version of this Amendment the Czech
version shall prevail.

7. This Amendment shall be made part of the
Agreement and attached thereto. Except as
provided herein, all other terms of the Agreement
shall remain in full force and effect.

[SIGNATURE PAGE TO FOLLOW]
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NYNIi SE PROTO pii podminek
stanovenych timto Dodatkem strany dohodly doplnit

zvazeni

Smlouvu nasledovné:

1. Pfehled plateb a poplatkt v Pfiloze 1 ke Smlouvé
bude zcela nahrazen ,Revidovanym piehledem
plateb a poplatkd“ pfipojenym k této Smlouvé.

2. Tento Dodatek nabyva ucinnosti dnem svého
uvefejnéni v registru smluv.

3. Strany berou na védomi, ze Zdravotnické zafizeni
je povinno uvefejnit tento Dodatek, Smlouvu a
jakékoli dal$i dodatky ke Smlouvé v souladu se
zadkonem ¢&. 340/2015 Sb., o
(,Dokumenty*). PSI pfipravi strojové Citelné verze
Dokumentll v souladu s ustanovenim § 3 odst. 1
zakona o registru smluv a za$le je Poskytovateli k
Zdravotnické bude PSI
informovat o uverejnéni Dokument( prostfednictvim
datové schranky PSI s identifikatorem: gw5vnbb
nebo adresy: vladimir.ambroz@psi-
cro.com. Zdravotnické zafizeni je povinno na
zakladé Z&kona o registru smluv rovnéz uvefejnit
predpokladané celkové financni pinéni poskytnuté
na zakladé Smlouvy ve znéni tohoto Dodatku.
Smluvni strany se dohodly, Ze jde o ¢astku 1,200.00
Euro.

registru smluv

uverejnéni. zafizeni

emailové

4. Pojmy uvedené v Dodatku s velkym pocate&nim
pismenem, které nebyly nové definovany, maji
stejny vyznam jako pojmy uvedené ve Smlouveé.

5. Tento Dodatek se bude fidit a vykladat v souladu
s pravnimi piedpisy Ceské republiky.

6. V pfipadé rozporu mezi anglickou a ¢eskou verzi
tohoto Dodatku ma pfednost a je rozhodujici jeho
verze Ceska.

7. Tento Dodatek bude souc¢asti Smlouvy a bude
k ni pfipojen jako jeji pfiloha. S vyjimkou ustanoveni
uvedenych vtomto Dodatku zlstavaji ostatni
podminky Smlouvy v pIné platnosti.

[INASLEDUJE PODPISOVA STRANA]
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Fakultni nemocnice Kralovské Vinohrady

This Amendment has been executed in three Tento Dodatek byl vypracovan ve tfech
originals, one for each party and the Investigator. vyhotovenich, z nichz kazda strana a Hlavni
zkouSejici obdrzi jedno.

The Institution/Poskytovatel: Fakultni nemocnice Kralovské Vinohrady

Name/Jméno: Prof. MUDr. Petr Arenberger, DrSc, MBA, FCMA
Title/Pozice: Director/Reditel

Dated/Datum:

PSI: PSI CRO Czech Republic s. r. 0.

Name/Jméno: I

Title/Pozice: | . by Power of Attorney/na zakladé pIné moci

Name/Jmeno: [N

Title/Pozice: by Power of Attorney/na zakladé piné moci

Dated/Datum:

CTA Template, General/Obecny vzor CTA
CONFIDENTIAL/DUVERNE



CONTINUATION-PV
Fakultni nemocnice Kralovské Vinohrady

Annex no. 1 to AMENDMENT #2 TO Pfiloha é. 1 Kk DODATKU C. 2 KE SMLOUVE
CLINICAL STUDY AGREEMENT O KLINICKEM HODNOCENI
Revised Fee and Payment Schedule Revidovany prehled plateb a poplatkt

CTA Template, General/Obecny vzor CTA
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b)

c)

Payment Schedule

PSI shall make quarterly payment in
EUR based upon the above fee
schedule for each cycle or visit by the
Study Subjects, after the Case Report
Forms have been completed and the
PSI Study monitor has verified them
against the source documents relevant
to the completed Case Report Form
sections.

PSI shall make the payments within 30
days after receipt of the undisputed
invoice.

PSI shall make the last payment after
the Investigator has appropriately
answered all data clarification requests
and PSI has performed a closeout visit
to the Institution.

Payment Details

The parties agree that PSI shall pay the
entire compensation to the Institution to
the account indicted below:
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a)

b)

c)

Fakultni nemocnice Kralovské Vinohrady

Rozpis plateb

Poté, co budou vyplnény Zaznamy
subjekt ovéreny
monitorem Studie z PSI oproti
pfislusnym zdrojovym dokumentim,
provede PSI ¢&tvrtletni platbu v EUR na
zakladé vySe rozpisu
poplatkl pro kazdy cyklus nebo
navstévu Subjektl studie.

hodnoceni a

uvedeného

PSI provede platbu do 30 dnd od
obdrzeni nesporné faktury.

PSI provede posledni platbu poté, co
Hlavni fadné
veskeré pozadavky na objasnéni a PSI

zkouSejici zodpovi

vykona zavéreCnou navstévu ve

Zdravotnickém zafizeni.
Podrobnosti platby

Smluvni strany se dohodly, Ze PSI

zaplati celkovou kompenzaci

Zdravotnickému zafizeni na nize

uvedeny Ucet:
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